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(54) Modification of pertussis toxin. 

(g) The three-dimensional structure of crystalline 
pertussis holotoxin (PT) has been determined 
by X-ray crystallography. Crystal structures 
have also been determined for complexes of 
pertussis toxin with molecules relevant to the 
biological activity of PT. These three-dimen- 
sional structures were analysed to identify func- 
tional amino acids appropriate for modification 
to alter the biological properties of PT. Similar 
procedures may be used to predict amino acids 
which contribute to the toxicity of the holotoxin, 
to produce immunoprotective, genetically- 
detoxified analogs of pertussis toxin. 
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(57) Abstract 

Interleukin-l/J converting enzyme ('ICE") processes an inactive precursor to the pr^iimammatory cytokine, interleukin-1/3. The 
tol twSi axis™ crystal. The structure coordinates of the enzyme may be used to design novel classes of ICE mmbitors. 
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A metalloprotease that converts TNF-a from the 26kD cell form to the cell form to the 17 kD form has been isolated and purified and 
the cDNA sequence known. In particular, the protease has a molecular weight of approximately 80 kD. The isolated and purified protease 
is useful for designing an inhibitor thereof, and may find use as a therapeutic agent Assays for detecting the protease-inhibiting activity of 
a molecule are also an aspect of the invention. 
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(54) Production and purification of cathepsln L for X-ray crystallography 


(57) Cathepsin L is a thiol protease and produced by cloning human epithelial cell DNA into E. coli using a 
secretion vector. The proenzyme is secreted into the periplasmic space of the E. coli and purified to a high 
specific activity (at least 40.000 nmoles/min/mg). The purified, correctly folded enzyme was crystallised and 
X-ray coordinates determined for use in rational drug design. 
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(57) Abstract 


The invention relates to human 
ZAP-70, and in particular, to the 
region of ZAP-70 containing the 
tandem Src homology-2 ( ,, SH2") 
domains, to crystalline forms thereof, 
liganded or unliganded, which are 
particularly useful for the determination 
of the three-dimensional structure of 
the protein. The three-dimensional 
structure of the tandem SH2 region of 
ZAP provides information useful for the 
design of pharmaceutical compositions 
which inhibit the biological function 
of ZAP and other members of the 
ZAP family of SH2 domain-containing 
proteins, particularly those biological 
functions mediated by molecular 
interactions involving one or both SIC 
domains. 
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(54) Title: TUMOR NECROSIS FACTOR ALPHA CONVERTASE 


(57) Abstract 

The present invention relates to tumor necrosis factor alpha (TNFcr), and more specifically to the enzyme TNFo-convertase (TNFo> 
con) that can proteolytically convert TNFcr precursor to mature TNF<*. The present invention provides DNA sequences encoding mammalian 
TNFa-con and functional equivalents thereof, recombinant expression vectors comprising said DNA sequences, host cell lines comprising 
said expression vectors, inhibitors of TNFor-con, inhibitors modified for use as ligands for affinity purification of TNFor-con, and methods 
for treating diseases or conditions resulting from abnormal levels of TNFor in a mammalian subject. 


